Summary: Life as we know it heavily relies on biological catalysis, in fact, in a very nonromantic version of it, life could be considered as a series of chemical reactions, regulated by the guarding principles of thermodynamics. In ancient times, a beating heart was a good sign of vitality, however, to me, it is actually the presence of active enzymes that counts… Though we do not usually pay attention, the history of enzymology is as old as humanity itself, and dates back to the ancient times. This paper is dedicated to these early moments of this remarkable science that touched our lives in the past and will make life a lot more efficient for humanity in the future. There was almost always a delicate, fundamentally essential relationship between mankind and the enzymes. Challenged by a very alien and hostile Nature full of predators, prehistoric men soon discovered the medicinal properties of the plants, through trial and error. In fact, they accidently discovered the enzyme inhibitors and thus, in crude terms, kindled a sparkling area of research. These plant-derivatives that acted as enzyme inhibitors helped prehistoric men in their pursuit of survival and protection from predators; in hunting and fishing… Later in history, while the underlying purposes of survival and increasing the quality of life stayed intact, the ways and means of enzymology experienced a massive transformation, as the 'trial and error' methodology of the ancients is now replaced with rational scientific theories.
Introduction
Life begins with a catalytic activity. The importance of catalytic activity was annotated by Kleczkowski and Garncarz (1) in a very striking manner, that is, 'the ori ginal environment of life on Earth was seawater containing micronutrients with structural, metabolic and catalytic activity'. Today, we know that germination of spores begins with macromolecular synthesis (2) .
Historical relevance of clinical enzymology begins with Francis Home in 1780, through his studies on the detection of glucose in urine (3) . Catalysis per se as a term was first introduced by J.J. Berzelius in 1836 (4) . Richard Bright, on the other hand, dedicated his work to the investigation of 'proteinuria' by heating up urine with a candle flame in a tablespoon (1789-1858) (5) . After many subsequent works by the 19 th century scientists, it became evident that digestion was in fact done by the relevant enzymes (6) . Scientific enquiries in clinical enzymology began with rudimental tests, mostly performed haphazardly, and this later paved the way for more sophisticated methods such as nuclear magnetic resonance and mass spectrometry (5) . Nowadays, moreover, there are myriads of different, equally fascinating areas of research on enzymes; diseases, metabolic significance, catalytic mechanisms, novel roles and interactions with various chemicals, drugs, agonists, metals are only a few of them… (7) (8) (9) (10) (11) (12) (13) (14) (15) . Applications of computational protein studies give different points of view for investigation and designing novel catalysts from scratch. Through these delicate, meticulous approaches, clarification of protein-protein interactions and inhibitors of various molecules and large oligomeric assemblies is made possible (16) . With the project 'Enzyme Function Initiative', defining sequence-structure inter action/in ter dependence would provide the prerequisite infrastructure for accurately predicting the in vitro functions of previously unknown enzymes and open the door for much more challenging studies (17) . Both in the near and distant future, life might require and depend on designing state-ofthe-art application areas of en zymes for novel scientific outcomes in daily life in addition to their benefits in medicinal therapies (18) (19) (20) .
Enzymes are Vital for Every Part of Life
With the limited evidence, the daily, monotonous life of ancient humans is hard to predict with precision, yet one thing known for sure is that they also required various food sources to sustain life. Based on the preexisting knowledge in addition to newly emerging data, we are putting pieces together and trying to predict and clarify which enzyme-bound products they used.
What was the role of fermentation in the emergence of enzyme products in the ancients' life? In (21) and, accordingly, it is very hard to find any documented evidence on this subject. Bakery technology begins with the cultivation of wheat in Göbekli Tepe that is, with its 11,600 years old existence, also the world's oldest temple. Sourdough starters or yeast was used as a food additive in bread baking, however, the exact or approximate date is not clear (22) . Dairy products were another important food source in ancient societies. Cheese is an effortless candidate to claim the role of being the first enzymatic product. And the use of milk dates back to 8,000 years ago and it evolved in the 'Fertile Crescent' between the Tigris and Euphrates rivers (23) .
Koumiss was an alcoholic beverage (V century BC) of ancient times in central Asia and was used in the treatment of various diseases such as phthisis (24) . Yogurt and kefir are also among the ancient traditional dairy products and were used extensively as preventive compounds against diseases, and for curative purposes. The nomads carried fresh milk in bags, probably crudely made from animals' stomach, and the milk, in this relatively perfect condition, fermented into yogurt or kefir (25) . The origins of wine and vinegar go back to as far as 2,500 BC. Hammurabi tablets, casted in stone, are perhaps the first documented artifacts on fermentation of grapes. These tablets date back to 2,100 BC and again this was probably the first document on the commercial use of enzymes. The second commercial product of the enzyme origin might have been vinegar, which was widely used in those days both for medicinal pur poses as a painkiller, and in disinfection of wounds and finally in food storage (26) . However, C. Wang and his colleagues, using five analytical methods to identify the chemical constituents of the potteries originating from China, found out that the emergence of various fermented products dates back to as early as 7,000 BC (27) . On the other hand, the origin of sake is an oblique one. Sake may be as old as wine. It goes back as far as 2,500 years when the cultivation of rice became widespread. The most mysterious and acutely necessary component of sake is koji which contains alpha-amylase, beta-amylase proteases, peptidases, sulfatases enzymes. Traditionally, koji is also used in soy sauce and in miso. Natto is a traditional, dateless Japanese meal and the enzyme found in natto has been named nattokinase (28) .
Smell or the occurrence of various odors, again an interesting façade of enzyme catalyzed reactions, is another, crucial factor in survival. The first study on enzymatic catalysis and the related occurrence of odors was performed approximately four decades ago. Investigators, for instance, studied the effect of g-irradiation on cystein sulfoxide lyase and odor of onions (29) . Odors originating from the catalytic activities of the enzymes are potent regulators of biological functions. Jasmonic acid, a highly volatile terpene compound, shows its effect on protein kinases or transcription factors (30) . Odor evoked behaviors or social interactions show their effect on the enzymes such as flavin containing enzyme monooxygenase-3 (31). In the determination and approximate diagnosis of various health problems, dogs and cats smell some of the diseases such as cancer, epileptic seizures, and hypoglycemia (32, 33) .
Meat tenderizer, which contains the enzyme papain, has been recommended for the treatment of bee (34) and fire ant (35) stings. It was also established that these meat tenderizers were safe and effective for patients with a phytobezoar (36) .
Enzyme Inhibition
Medicine is a cumulative pile of interactions from the collective components of science, technology and human values, beginning from the ancient times (37) . Poisons, in other words enzyme inhibitors, are widespread in plants and animals and they were used -and are still in use -for hunting as arrow poison, in fishing (38) or in even warfare (39) . The history of enzyme inhibitors is as old as humanity (40) . However, the very first documented experiment on enzyme inhibition was done on proteolytic enzymes with formaldehyde in 1899 (40) .
Enzymes and Art
In his article, Irvine H. Page proclaims that 'Scien tific research is, in many ways, related to art' (41) . Enzyme inhibitors have special roles in the production and stimulation of artwork! The whole assumption might seem irrelevant and out of context, but the roads of enzymes and artifacts might effortlessly entangle. One of the known art effector molecules is Thujone, which is widely established as a severely neurotoxic compound. A few liver enzymes are res ponsible in the metabolism of Thujone; cytochrome P450 (CYP), CYP2A6, CYP3A4, and CYP2B6. Thujone inhibits gamma-aminobutyric acid A (GABA) receptor (42, 43) . It was discovered that CYP2A6 is the key enzyme in the metabolism of Thujone in human liver (43) . The most interesting and appealing point of Thujone is that it is present in the notoriously famous absinthe drink (42) . A number of great artists and writers from the late 1800s used absinthe as a social drink, including Vincent van Gogh and Toulouse-Lautrec (44) . There are also implications for the ailments of Vincent van Gogh that involve heavy absinthe consumption (45) . Furthermore, another enzymatic product, 'vinegar', is the main subject of a beautiful painting in Rijksmuseum. As a matter of fact, Cleopatra's knowledge of chemistry allowed her to win a bet over Antony (46) .
Enzyme Inhibitors and their Effects on Warfare
In the Second World War (WW2), Nazi Germany used acetylcholinesterase inhibitors such as tabun, sarin, and soman as chemical weapons. And following this initial experience in war, widespread weapon development programmes have been initiated in the exploration of various neurophysiological and neurotoxicological chemical compounds (47) . These types of studies have opened a new window on enzyme inhibitors such as medical treatment in poisoning with organophosphorus compounds (48) and provided new insights on the reactivation of acetylcholinesterases (49) .
Enzyme Inhibitors and Cosmetic Beauty
Sirtuins are associated with cellular energy metabolism and the redox state of the cell through their interactions with multiple signaling and survival pathways. It is accepted that activation of sirtuins is a valuable therapeutic target against aging and agerelated diseases, including the renal diseases (50) . Aging has now been defined both as a cellular and molecular event. And sirtuin-activating and anti-glycation products are already being marketed by cosmetic and pharmaceutical companies (51) . Botulinum toxin, likewise, is an enzyme that enters peri pheral cholinergic nerve endings and specifically and selectively cleaves one or more SNARE proteins to induce paralysis (52) . Most patients and physicians are using monotherapy by the botulinum toxin for a natural look that softens wrinkles for the upper face profile (53) . Recent studies show that botulinum toxin has many other roles in medicine (54) .
Enzyme Inhibitors as Therapeutic Compounds
As a rule, most of the drugs derived from food products show their effect on enzyme inhibition (55) . Target-based drugs and identifying novel and safe chemotherapy targets with particular emphasis on the inhibition of key reactions in metabolic pathways are many a researcher's dream (56) . Under standing the role of enzymes in various diseases and their detailed mechanisms is among the important aims of the enzyme inhibition studies (57 (61). Examining and characterizing the mechanism of actions for enzyme inhibition is one of the trending topics in biochemistry (62) . From the regulation of respiration, pH balance, gluconeogenesis, ureagenesis, lipogenesis and Na + retention; to the prevention of calcification, carcinogenesis, it is clear that enzyme inhibitors can be used for diverse therapeutic purposes (63) and this list could be extendible. Furthermore, enormous clinical success can be achieved with novel enzyme inhibitors in cancer therapy as well and every day, researchers are defining new drug targets for various, equally challenging diseases (65) . On the other side of the medallion, pharmaceutical companies spend enormous amounts of money for clinical trials and marketing in novel drug development studies that use enzyme inhibitors (66) . It is, thus, not hard to foretell that the current and future researchers will try to investigate novel drugs or modify preexisting drugs in new, alternative therapies for developing novel drug indications such as successfully eliminating seizures with little or no side effects (10 -12, 14, 67-72) .
Mapping the active sites of the enzymes began in the middle of the 1960s but designing drugs that J Med Biochem 2015; 34 (3) 275 interact with the active site is an important field in drug development (73) . Kinetic or modelling studies provide us with the information on differentiating the active site and binding site of the enzymes, respectively. Enzyme research, or in other words biochemical research, today focuses on the molecular basis of biological processes and it applies especially to human health and diseases (80) . Self-evidently, enzyme inhibitors will always be one of the dominating trends in drug development (74) (75) (76) (77) (78) (79) .
Enzymes in Industry
In the beginning of the current century, more than 3000 different enzymes from different organisms have been identified and many have found their respective applications in biotechnology as well as in the pharmaceutical, chemical and food industries (127) . In fact, enzymes effectively changed the applications and methods in industries (128) . Half a century ago, studies that involved various microorganisms began on clots formed in spoiling milk. By the year 1933, on the other hand, enzymes in bread and bakery industries started to mature with the observations of Blagoveschenski and Sossiedov on wheat flour (129) . And even today, one of the most important study subjects is designing novel biocatalysts for the relevant industries (130) ( Table II ).
Applications that eventually ended up being used for commercial purposes initially started with the study of enzymes in daily, routine life. An effortless example, vinegar, practically had many applications in the past such as pickling of various food products both for preservation as well as for culinary purposes; carpet cleaning or removing of stains from fabrics, and as a brightening agent in dishwashing or antipyretic in villages, in Turkey. However, vinegar is still in use for similar or almost the same purposes in modern life.
Today, enzymes and the related enzyme products have many roles in industries including but not limited to pharmaceutical and food industries; perhaps most importantly, though, in medicine, enzymes can be used as valuable biomarkers in the diagnosis and management of various diseases such as heart, lung, liver, muscle, bone, pancreas, hematology, genetic diseases and malignancies as well as applications in toxicology and forensic medicine. Besides their roles as biomarkers in medicine, there are also various other applications in medicine such as; medicinal digestive enzymes that are used for therapeutic reasons, determination of parental lineage (149) , and in plastic surgery (150) . Examples of the industrial applications (wine, beer, cheese, bread, cosmetics, detergents, textile) are given in Table II .
Advances in the science and technology of enzymes will give birth to revolutionary progress in many distinct areas.
Conclusion
Enzymes braced their roles in pharmaceutical industry as diagnostic markers or therapeutic molecules, still a very vivid area of research in the field. Commercial, mass production of many consumer goods such as cheese is made possible by some enzymes. Similar to his prehistoric cousin who made cheese from the stomach of slaughtered animals, the modern man also uses the same enzymes to make this widely consumed, delicious dairy product, only in immobilized forms suitable for commercial use. Moreover, the food industry today relies on enzymes as well. Biological detergents containing specialized enzymes such as proteases, lipases and isomerases are widely used in consumer products. Mighty enzymes have accompanied us on our journey through history and clearly they will be with us in the future with myriads of novel and preexisting benefits.
Both from a macro and micro perspective, needless to say, enzymes played key roles in humanity as well as in the preservation of life quality for ordinary men in everyday life. Enzymes have sparkling roles in every part of our life, from an apoptotic cell on the verge of dying to the sustaining of delicate balances in metabolic pathways. In fact, enzymes solidly marked their footprints in diverse, sometimes interrelated, mostly distinct fields; medicinal therapeutics, warfare, art and food industry are among some of these fields... These small machines that have the potency to make enormous chemical reactions possible in sometimes less than milliseconds constitute the magnificent and marvelous building blocks of our cells. An insight into the history of enzymology enhances our knowledge and understanding of biochemistry. Research on enzymes has had a central indispensable role in the past, present and future of biochemistry in almost every aspect of life. Enzymes are cardinal contents of life and, therefore, exploration of the functions of enzymes and various biochemically uncharacterized proteins with undisclosed functions will continue in the experimental designs of future research. Both current and future scientists working in biochemistry will always resort to enzymes and the methods in enzymology in their pursuit of reliable, scientific remedies and solutions.
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